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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE three MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

• Extensions of time may be available under the provisions of 37 CFR 1 .136 (a). In no event, however, may a reply be timely filed after SIX (6) MONTHS from the 
mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will« by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 ) K Responsive to communicatlon(s) filed on 2/24/2003, 4/9/2003 



2a) □ This action is FINAL. 2b) K This action is non-final. 

SjD Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 11; 453 O.G. 213. 
Disposition of Claims 

4) 5<l Claim(s) 1-44 is/are pending in the application. 

4a) Of the above, claim(s) 37-41, 43, and 44 is/are withdrawn from consideration. 

5) K Claim(s) 1-23 and 42 is/are allowed. 

6) K Claim (s) 24-36 is/are rejected. 

?)□ Claim (s)^ is/are objected to. 

8) □ Claims are subject to restriction and/or election requirement. 

Application Papers 

9) ^ The specification is objected to by the Examiner. 

lOD The drawing(s) filed on is/are a) □ accepted or bjD objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
1 DD The proposed drawing correction filed on is: a)^ approved wD disapproved by the Examiner 

If approved, corrected drawings are required in reply to this Office action. 

1 2) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 1 19 and 120 

13) 0 Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)n All b)D Some* cjD None of : 

1 . □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
*See the attached detailed Office action for a list of the certified copies not received. 

14) K Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 
a)n The translation of the foreign language provisional application has been received. 

15) n Acknowledgement is made of a claim for domestic priority under 35 U.S.C. §§120 and/or 121. 

Attachnrient(s) 

1 ) ^ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) P^r No{s). 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-152) 

3) ^ Information Disclosure Statement(s) IPTO-1449) Paper No(s). 4 6) ^ Other: SeQUence Notice 
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Part of Paper No. 6 



Application No,: 10/017,736 

NOTICE TO COMPLY WITH REQUIREMENTS FOR PATENT APPLICATIONS CONTAINING 
NUCLEOTIDE SEQUENCE AND/OR AMINO ACID SEQUENCE DISCLOSURES 



Applicant must file the items indicated below within the time period set the Office action to which 
the Notice is attached to avoid abandonment under 35 U.S.C. § 133 (extensions of time may be 
obtained under the provisions of 37 CFR 1 .136(a)). 

The nucleotide and/or amino acid sequence disclosure contained in this application does not 
comply with the requirements for such a disclosure as set forth in 37 C.F.R. 1 .821 - 1.825 for the 
following reason(s): 

1 . This application clearly fails to comply with the requirements of 37 C.F.R. 1 .821-1 .825. Applicanfs 
I" attention is directed to these regulations, published at 1 114 OG 29, May 15, 1990 and at 55 FR 
18230. May 1,1990. 

n2. This application does not contain, as a separate part of the disclosure on paper copy, a "Sequence 
Listing" as required by 37 C.F.R. 1 .821(c). 

□ 3. A copy of the "Sequence Listing" in computer readable form has not been submitted as required by 
. 37 C.F.R. 1.821(e). 

□ 4. A copy of the "Sequence Listing" in computer readable form has been submitted. However, the 
content of the computer readable form does not comply with the requirements of 37 C.F.R. 1 .822 
and/or 1 .823, as indicated on the attached copy of the marked -up "Raw Sequence Listing." 

□ 5. The computer readable form that has been filed with this application has been found to be damaged 
and/or unreadable as indicated on the attached CRF Diskette Problem Report. A Substitute 
computer readable form must be submitted as required by 37 C.F.R. 1 .825(d). 

□ 6. The paper copy of the "Sequence Listing" is not the same as the computer readable from of the 
"Sequence Listing" as required by 37 C.F.R. 1 .821(e). 

^ 7. Other: Sequence listino must include all sequences, including those in Table 1 

Applicant Must Provide: 




An initial or substitute computer readable form (CRF) copy of the "Sequence Listing". 



An initial or substitute paper copy of the "Sequence Listing", as well as an amendment directing its entry into the 
specification. 

A statement that the content of the paper and computer readable copies are the same and, where applicable, 
include no new matter, as required by 37 C.F.R. 1 .821 (e) or 1 .821 (f) or 1 .821 (g) or 
1.825(b) or 1.825(d). 

For questions regarding compliance to these requirements, please contact: 
For Rules Interpretation, call (703) 308-4216 
For CRF Submission Help, call (703) 308-4212 
Patentin Software Program Support (SIRA) 

Technical Assistance 703-287-0200 

To Purchase Patentin Software 703-306-2600 



PLEASE RETURN A COPY OF THIS NOTICE WITH YOUR RESPONSE 
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DETAILED ACTION 
Election/Restriction 

Applicant's election of group I, claims 1-36 and 42 in Paper No. 5 is acknowledged. 
Because applicant did not distinctly and specifically point out the supposed errors in the 
restriction requirement, the election has been treated as an election without traverse (MPEP § 
818.03(a)). Claims 37-41, 43, and 44 are withdrawn from further consideration pursuant to 37 
CFR 1. 142(b) as being drawn to a nonelected group, there being no allowable generic or linking 
claim. Election was made without traverse in Paper No. 5. 

Specification 

The disclosure is objected to because of the following informalities: Table 1, on page 32, 
contains sequence disclosures that are encompassed by the definitions for nucleotide and/or amino 
acid sequences set forth in 37 CFR 1.821(a)(1) and (a)(2). However, this application fails to 
comply with the requirements of 37 CFR 1.821 through 1.825, because it does not include SEQ 
ID numbers for all of the sequences. Applicant is requested to return a copy of the attached 
Notice to Comply with the response. 

Appropriate correction is required. 

Claim Rejections - 35 USC § 112 

Claims 24-36 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. Claim 24 recites "said refolded inactive NS2/3 protease as defined in claim 1..." 
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This is confusing, since claim 1 is drawn to a method, not to a protease. Is claim 24 directed to 
further steps of the process of claim 1, or is the intent to define the starting material in claim 24 as 
a product-by-process? This affects the scope of claim 24; in one interpretation, the process 
requires the active steps of claim 1; in the other interpretation, the steps of claim 1 are not 
required, as long as the starting product has the same characteristics as a product made by a 
process comprising the steps of claim 1 . This affects the dependent claims. 

This rejection could be obviated by changing claim 24, line 2, from "as defined in" to 
"produced by the method of". 

Allowable Subject Matter 

Claims 1-23 and 42 are allowed. 

Claims 24-36 would be allowable if rewritten to overcome the rejection(s) under 35 
U.S.C. 112, second paragraph, set forth in this Office action, and to include all of the limitations 
of the base claim and any intervening claims. 

The following is a statement of reasons for the indication of allowable subject matter: . 
Ramanathan et al 5,714,371 and Pieroni et al (A09) are cited as the closest prior art, in teaching 
purification of an HCV protease followed by refolding and activation. Neither of the references 
teaches or suggests refolding the NS2/3 protease in the presence of LDAO detergent to inhibit 
self-cleavage of the protease. Pieroni does not anticipate claims 32-36, if claims 32-36 require the 
product made by the process of claim 24. The product-by-process made according to claim 24 
contains LDAO after dilution, and is therefore distinct from the product made by Pieroni. 
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Steinkuhler et al WO 01/668818 (AF2) and Pallaoro et al (AOS), not available as prior art, teach 
another method of purifying, folding, and activating the NS2/3 protease, but do not teach or 
suggest use of LDAO. 



Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Mary E. Mosher, Ph.D. whose telephone number is (703) 308-2926. The 
examiner can normally be reached on Monday -Thursday and alternate Fridays from 6:30 AM to 
4:00 PM, 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
James Housel, can be reached on (703) 308-4027. The fax phone number for this Group is now 
(703) 308-4242. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the Group receptionist whose telephone number is (703) 308-0196. 



Conclusion 



April 21, 2003 




